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CA 2528317 
EP 1641771 



AT, BE, CH, DE, DK, 
IE, SI, LT, LV, FI, 



20041229 AU 2004-2494 
20041229 CA 2004-2528 
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MARPAT 142:93854 



JP 2006-5164 
US 2006-5601 
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WO 2004-GB26 
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0 0 R2 Rl 




II 



AB The invention relates to a preparation of (piperazinylsulf onyl ) alkanoic acid 
amide derivs. of formula I [wherein: Cy is (hetero) aryl; X is (CH2)0-3; Y is 
(CH2)l-3; Rl is ( cyclo ) alkyl , (hetero) aryl, or alkylcycloalkyl , etc.; R2 is H 
or alkyl; R3 and R4 are independently selected from F, CI, Br, or haloalkyl, 
etc.; R5 is alkyl; R6 is H or alkyl], useful as CD23 shedding inhibitors (no 
biol. data). For instance, N-hydroxy- (piperazinylsulf onylmethyl ) butyramide 
derivative II was prepared via amination of 2-chlorosulf onylmethyl-3- 
methylbutyric acid tert-Bu ester by 1-o-tolylpiperazine and subsequent 
amidation of the obtained ester by NH20H. 

IT 817.170-72-2P 817170-73-3P 817170-74-4P 
817170-75-5P 817170-76-6P 817170-77-7P 
81717 0 - 7 8 - 8 P 8 1 7 1 7 0 - 7 9 -• 9 P 8171 7 0 - 8 0 - 2 P 

817170-8 4-6P, 2-Benzyl-N-hydroxy-3- [ 4- ( 2-methoxyphenyl ) piper a z in- 1- 
ylsulf onyl] propionamide 817170-S5-7P, 2-Benzyl-3- [4- (2- 
f luorophenyl ) piperazin-l-ylsulf onyl] -N-hydroxypropionamide 
8171 70-86- 8P, 2 -Ben zy 1-3- [ 4- ( 2 , 4 -dif luorophenyl ) piperazin-l- 
ylsulf onyl ] -N-hydroxypropionamide 8.1 7170- 87-9P, 

2 -Benzyl -N-hydroxy- 3- ( 4-o-tolylpiperazin-l-ylsulf onyl ) propionamide 
817.I70-88-0P 817170-89-1F, 2-Benzyl-3- [ 4- ( 4-ethoxy-2- 
methylphenyl ) piperazin-l-ylsulf onyl ] -N-hydroxypropionamide 
817170-90-4P, 2-Cyclopentyl-3- [4- (2, 4-dif luorophenyl ) piperazin-l- 
ylsulf onyl] -N-hydroxypropionamide 8171 70-91 •• 5P, 

N-Hydroxy-2-phenyl-3- ( 4-o-tolylpiperazin-l-ylsulf onyl ) propionamide 

8 1 7 1 7 0 - 9 2 - 6 P 8 1 > ' C - o 

RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) 

(preparation of (piperazinylsulf onyl ) alkanoic acid amide derivs. useful as 
CD23 shedding inhibitors) 
RN 817170-72-2 CAPLUS 

CN Butanamide, N-hydroxy-3-methyl-2- [ [ [ 4- ( 2-methylphenyl ) -1- 
piperazinyl] sulf onyl ] methyl ] - (CA INDEX NAME) 



Me 




RN 817170-73-3 CAPLUS 

CN Butanamide, 2- [ [ [4- ( 2-f luorophenyl) - 1 -piper az iny 1 ] sulfonyl ] methyl ] -N- 
hydroxy-3-methyl- (CA INDEX NAME) 




RN 817170-74-4 CAPLUS 

CN Butanamide, 2- [ [ [ 4- ( 2 , 4 -dif luorophenyl ) - 1 -piper az iny 1 ] sulfonyl ] methyl ] -N- 
hydroxy-3-methyl- (CA INDEX NAME) 




RN 817170-75-5 CAPLUS 

CN Butanamide, 2- [ [ [ 4- ( 4-f luoro-2-methylphenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy-3-methyl- (CA INDEX NAME) 




RN 817170-76-6 CAPLUS 

CN Butanamide, 2- [ [ [ 4- ( 2 , 4-dimethylphenyl ) -1-piperazinyl ] sulfonyl ] methyl ] -N- 
hydroxy-3-methyl- (CA INDEX NAME) 



Me 

j6 e, 



•'I—CH2— CH_Pr-i 

1TH— OH 

'A 



RN 817170-77-7 CAPLUS 

CN Butanamide, 2- [ [ [ 4- ( 2 , 3-dimethylphenyl ) -1-piperazinyl] sulfonyl ] methyl ] -N- 
hydroxy-3-methyl- (CA INDEX NAME) 




RN 817170-78-8 CAPLUS 

CN Butanamide, N-hydroxy-2- [ [ [ 4- ( 2-rnethoxyphenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -3-methyl- (CA INDEX NAME) 



OMe 




RN 817170-79-9 CAPLUS 

CN Butanamide, 2- [ [ [4- ( 2-chlorophenyl ) -1-piperazinyl] sulfonyl ] methyl ] -N- 
hydroxy-3-methyl- (CA INDEX NAME) 



CI 




RN 817170-80-2 CAPLUS 

CN Butanamide, 2- [ [ [4- ( 2-ethylphenyl ) - 1 -piper az iny 1 ] sulfonyl ] methyl ] -N- 
hydroxy-3-methyl- (CA INDEX NAME) 




RN 817170-81-3 CAPLUS 

CN Butanamide, 2- [ [ [4- [2-f luoro-4- (trif luoromethyl ) phenyl ] -1- 

piperazinyl] sulfonyl ] methyl] -N-hydroxy-3-methyl- (CA INDEX NAME) 




RN 817170-82-4 CAPLUS 

CN Butanamide, 2- [ [ [ 4- ( 4-ethoxy-2-methylphenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy-3-methyl- (CA INDEX NAME) 




RN 817170-83-5 CAPLUS 

CN Butanamide, N-hydroxy-3-methyl-2- [ [ [ 4- [ 2-methyl-4- 

(trif luoromethoxy) phenyl] -1-piperazinyl ] sulfonyl] methyl] - (CA INDEX NAME) 



[I- 




RN 817170-84-6 CAPLUS 

CN Benzenepropanamide, N-hydroxy-a- [ [ [ 4- ( 2-methoxyphenyl ) -1- 
piperazinyl] sulfonyl ] methyl ] - (CA INDEX NAME) 



OMe 




'A !:H2— Ph 



RN 817170-85-7 CAPLUS 

CN Benzenepropanamide, a- [ [ [ 4- ( 2-f luorophenyl ) -1- 

piperazinyl] sulfonyl] methyl ] -N-hydroxy- (CA INDEX NAME) 




RN 817170-86-8 CAPLUS 

CN Benzenepropanamide, a- [[[ 4- ( 2 , 4-dif luorophenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy- (CA INDEX NAME) 




'A Lh2 — Ph 



RN 817170-87-9 CAPLUS 

CN Benzenepropanamide, N-hydroxy-a- [[[ 4- ( 2-methylphenyl ) -1- 
piperazinyl] sulfonyl ] methyl ] - (CA INDEX NAME) 



Me 




'A Lh2— Ph 



RN 817170-88-0 CAPLUS 

CN Benzenepropanamide, N-hydroxy-a- [[ [4- [2-methyl-4- 

(trif luoromethoxy) phenyl] -1-piperazinyl] sulfonyl ] methyl ] - (CA INDEX NAME) 



Me 




'A d;H2— Ph 



RN 817170-89-1 CAPLUS 

CN Benzenepropanamide, a- [ [ [ 4- ( 4-ethoxy-2-methylphenyl ) -1- 
piperazinyl] sulfonyl ] methyl ] -N-hydroxy- (CA INDEX NAME) 



Me 




'A Lh2 — Ph 



RN 817170-90-4 CAPLUS 

CN Cyclopentaneacetamide, a- [ [ [ 4- ( 2 , 4-dif luorophenyl ) -1- 

piperazinyl] sulfonyl] methyl] -N-hydroxy- (CA INDEX NAME) 




RN 817170-91-5 CAPLUS 

CN Benzeneacetamide, N-hydroxy-a- [[[ 4- ( 2-methylphenyl ) -1- 
piperazinyl] sulfonyl ] methyl ] - (CA INDEX NAME) 



HO_NH_'d:_CH_CH2 — ~~ 



RN 817170-92-6 CAPLUS 

CN 2H-Pyran-4-acetamide, tetrahydro-N-hydroxy-a- [ [ [ 4- ( 2-methylphenyl ) -1- 
piperazinyl] sulfonyl ] methyl ] -, (<xR)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 817170-93-7 CAPLUS 

CN Butanamide, N-hydroxy-3-methyl-2- [[[ 4- ( 2-methylphenyl ) -1- 
piperazinyl] sulfonyl ] methyl ] -, (2R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 817170-97-1 CAPLUS 

CN Benzenepropanamide, a- [ [ [ 4- ( 2 , 4-dif luorophenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -3, 4-dif luoro-N-hydroxy-, (ctR)- (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 817170-98-2 CAPLUS 

CN 1-Piperidinecarboxylic acid, 4- [ ( 1R) -2- (hydroxyamino ) -1- [ [ [ 4- ( 2- 
methylphenyl ) -1-piperazinyl ] sulfonyl ] methyl ] -2-oxoethyl] -, 
1, 1-dimethylethyl ester (CA INDEX NAME) 

Absolute stereochemistry. 




RN 817171-00-9 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-a- [ [ [ 4- ( 2-methylphenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -, (aR)-, mono (trif luoroacetate) (salt) 
(9CI) (CA INDEX NAME) 



CM 1 




F 




■C02H 



RN 817171-01-0 CAPLUS 

CN 4-Piperidineacetamide, 1-ethyl-N-hydroxy-a- [ [ [ 4- ( 2-methylphenyl ) - 
piperazinyl] sulfonyl ] methyl ] -, (aR)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 817171-02-1 CAPLUS 

CN 4-Piperidineacetamide, N-hydroxy-l-methyl-a- [ [ [4- (2-methylphenyl) 
piperazinyl] sulfonyl ] methyl ] -, (aR)- (CA INDEX NAME) 

Absolute stereochemistry. 
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2003:376821 CAPLUS Full --text 
138:368756 

Preparation of N-hydroxy pyrrolidinones and related 

novel MMP-12 metalloproteinase inhibitors 

Eriksson, Anders; Lepistoe, Matti; Lundkvist, Michael; 

Munck Af Rosenschoeld, Magnus; Stenvall, Kristina; 

Zlatoidsky, Pavol 

Astrazeneca AB, Swed. 

PCT Int . Appl . , 84 pp. 
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AU 2002347727 
EP 1444202 
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20040811 



AU 2002-347727 
EP 2002-783926 



R: AT, BE, CH, DE, DK, ES, FR, GB, GR, IT, LI, 



IE, SI, LT, LV, FI, RO, MK, 



JP 2005515976 
US 2005026990 
US 7132434 
PRIORITY APPLN. INFO. 

OTHER SOURCE (S) : 



20050602 
20050203 
20061107 



CY, AL, TR, BG, CZ, 

JP 2003-542144 
US 2004-494645 



SE 2001-3710 
WO 2002-SE2023 
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NL, SE, MC, PT, 

EE, SK 
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A 20011107 
W 20021106 



MARPAT 138:368756 



R 5 (CH2 ) mZ (CH2 )n 0 I 



AB N-hydroxy pyrrolidinones and related compds . (shown as I; variables defined 
below; e.g. 3- [ [4- ( 4-f luorophenyl ) piperazin-l-ylsulf onyl ] methyl ] -1- 
hydroxypyrrolidin-2-one) are useful as metalloproteinase inhibitors, 
especially as inhibitors of MMP12 (no data) . Although the methods of 
preparation are not claimed, 34 example prepns. are included. For I: X = CO, 
CS or CR1R2; Z = S02, S02N(R3), N(R4)S02, or N (R4 ) S02N (R3 ) ; n is 0 or 1; m is 
0 or 1; Rl and R2 = H or Cl-6 alkyl; R3 and R4 = H, Cl-6 alkyl, phenyl-Cl-6 
alkyl, or heteroaryl-Cl-6 alkyl. R5 is a mono, di- or tricyclic group 
comprising 1-3 ring structures each of <7 ring atoms = cycloalkyl, aryl, 
heterocycloalkyl or heteroaryl, with each ring structure being independently 
optionally substituted by >1 halogen, Cl-6 alkyl, Cl-6 alkenyl, Cl-6 
haloalkyl, Cl-6 alkoxy, Cl-6 haloalkoxy, thiolo, Cl-6 thioloalkyl, Cl-6 
thiolo-haloalkyl, sulfono, Cl-6 sulf onoalkyl , Cl-6 sulf onohaloalkyl , 
aminosulf onyl, sulfoxy, Cl-6 sulf oxyalkyl , amino, cyanoamino, hydrazine, Cl-6 
aminoalkyl, aminocarbonylamine, methylsulf onamine, acetamido, N-(Cl-3 
alkyl ) acetamido, carboxamide, N(Cl-3 alkyl) carboxamide, N,N-di(Cl-3 
alkyl ) carbamate, cyano, Cl-6 cyanoalkyl, hydroxy, nitro, nitroso, formyl, N- 
methylf ormamide, Me formate, Et formate, acetyl, acetoxy; when R5 is a di- or 
tricyclic group, each ring structure is joined to the next ring structure by 
direct bond, by -0-, by -S-, by -N-, by Cl-3-alkyl, by Cl-3 heteroalkyl, or i 
fused to the next ring structure. 

IT 524045-10-1P, N-tert-Butoxy-2- [ [ 4- ( 4-f luorophenyl ) piperazin-l- 
ylsulf onyl] methyl] -4-hydroxybutyr amide 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of N-hydroxy pyrrolidinones and related novel MMP-12 
metalloproteinase inhibitors) 
RN 524045-10-1 CAPLUS 

CN Butanamide, N- ( 1, 1-dimethylethoxy ) -2- [ [ [ 4- ( 4-f luorophenyl ) -1- 
piperazinyl] sulf onyl ] methyl ] -4-hydroxy- (CA INDEX NAME) 



HO—CH2 — CH2 — CH_ CH2- 



£,CJXK 
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PATENT NO. 



KIND DATE 
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WO 2001087870 Al 

W: AE, AG, AL, AM, AT, 

CO, CR, CU, CZ, DE, 

GM, HR, HU, ID, IL, 

LS, LT, LU, LV, MA, 

RO, RU, SD, SE, SG, 

VN, YU, ZA, ZW 
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DE, DK, ES, FI, FR, 
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US 6809100 B2 
EP 1282614 Al 
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IE, SI, LT, LV, FI, 
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20010515 
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20030612 
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AB The title compds . DBXAS02CH2CR2R3CONHOH [R2 = H, alkyl, aryl, etc.; R3 = H, 
alkyl; or R2, R3 and the carbon atom to which they are attached together 
represent (un) substituted carbocyclic or heterocyclic ring; A = 



(un) substituted heterocyclic ring (attached to S02 through a nitrogen atom); B 
= (un) substituted (hetero) aryl; D = (un ) substituted (hetero) aryl, heterocyclic 
ring (attached through a carbon atom) ; provided that B and D are not both Ph] 
which are inhibitors of matrix metalloproteinase, ADAM or ADAM-TS enzymes (no 
biol. data given), and which are useful for the treatment of diseases mediated 
by those enzymes, including degenerative diseases and certain cancers, were 
prepared E.g., a multi-step synthesis of I was given. 
IT 374930-62-8? 37493G-64-QP 37493G-67-3P 

374930-69-5P 374930-70 ~8P 374930-72-0P 

374930-73--1? 374930-74-2P 374930-75-3P 

374930-77-5P 

RL: BSU (Biological study, unclassified); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of hydroxamic acid derivs.) 
RN 374930-62-8 CAPLUS 

CN Butanamide, 2- [ [ [4- [4- ( 2-furanyl ) phenyl ] -1-piperazinyl ] sulfonyl ] methyl ] -N- 
hydroxy-3-methyl- (CA INDEX NAME) 



'c— NH— OH 




RN 374930-64-0 CAPLUS 

CN Butanamide, N-hydroxy-3-methyl-2- [ [ [ 4- [ 4- (3-pyridinyl) phenyl] -1- 
piperazinyl] sulfonyl ] methyl ] - (CA INDEX NAME) 



o 



o Lnh— oh 




RN 374930-67-3 CAPLUS 

CN Butanamide, 2- [ [ [ 4- [ 5- ( 4-f luorophenyl ) -2-pyr imidinyl ] -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy-3-methyl-, (2R)- (CA INDEX NAME) 



Absolute stereochemistry. 




RN 374930-69-5 CAPLUS 

CN Butanamide, 2- [ [ [ 4- [ 5- ( 4-chlorophenyl ) -2-pyr idinyl ] -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy-3-methyl-, (2R)- (CA INDEX NAME) 

Absolute stereochemistry. 



CI, 




RN 374930-70-8 CAPLUS 

CN Butanamide, 2- [ [ [4- [5- (4-f luorophenyl) -2-pyr idinyl ] -1- 

piperazinyl] sulfonyl] methyl ] -N-hydroxy-3-methyl-, (2R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 374930-72-0 CAPLUS 

CN Butanamide, N-hydroxy-3-methyl-2- [ [ [4- [5- ( 3-pyridinyl ) -2-pyrimidinyl ] -1- 
piperazinyl] sulfonyl] methyl] -, (2R)- (CA INDEX NAME) 



Absolute stereochemistry. 




RN 374930-73-1 CAPLUS 

CN Butanamide, 2- [[[ 4- [ 5- ( 4-cyanophenyl ) -2-pyr imidinyl ] -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy-3-methyl-, (2R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 374930-74-2 CAPLUS 

CN Butanamide, 2- [ [ [ 4- [ 5- ( 3 , 4-dichlorophenyl ) -2-pyr imidinyl ] -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy-3-methyl-, (2R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 374930-75-3 CAPLUS 

CN Butanamide, N-hydroxy-3-methyl-2- [ [ [4- [5- [4- (trif luoromethyl ) phenyl ] -2- 
pyrimidinyl]-l-piperazinyl]sulfonyl]methyl]-, (2R)- (CA INDEX NAME) 

Absolute stereochemistry. 




RN 374930-77-5 CAPLUS 

CN Butanamide, 2- [ [ [ 4- [ 5- ( 4-chlorophenyl ) -2-pyr imidinyl ] -1- 

piperazinyl] sulfonyl] methyl ] -N-hydroxy-3-methyl-, (2R)- (CA INDEX NAME) 

Absolute stereochemistry. 
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2 0 0 2 L 


1820 




NO 2002- 


-3951 
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20020820 


US 


2003139419 




Al 




20030724 




US 2002- 


-204389 
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OTHER SOURCE(S): MARPAT 135:195577 

GI 




AB The title compds . [I; B = (un) substituted Ph, 2-pyridyl, 2-pyr idyloxy , 4- 

pyrimidinyl ; X = C, N; Rl = (trimethyl-l-hydantoin) alkyl, (un) substituted Ph, 
phenylalkyl, etc.], useful as metalloproteinase inhibitors, especially as 
inhibitors of MMP 13, were prepared E.g., a 5-step synthesis of I [B = 4- 
FC6H4; X = CH; Rl = CH2PhJ was given. 



RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of arylpiperazines and arylpiper idines as metalloproteinase 
inhibiting agents) 
RN 357187-72-5 CAPLUS 

CN Benzenepropanamide, a- [ [ [ 4- ( 4-f luorophenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy- (CA INDEX NAME) 



HO— NH— C— CH— CH2- - 
Ph— Lh2 'o 



RN 357187-73-6 CAPLUS 

CN Benzenebutanamide, a- [[[ 4- ( 4-f luorophenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy- (CA INDEX NAME) 



Ph_CH2 — CH2 — CH_ CH2- - 
HO— NH— i 'A 



RN 357187-74-7 CAPLUS 

CN Benzeneacetamide, a- [ [ [ 4- ( 5-chloro-2-pyridinyl ) -1- 

piperazinyl] sulfonyl] methyl] -N-hydroxy- (CA INDEX NAME) 



_ N H_LcH_cH 2 _y^O N_ OL cl 



RN 357187-75-8 CAPLUS 

CN Benzenebutanamide, a- [[[ 4- ( 4-f luorophenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy-y-methyl- (CA INDEX NAME) 



1h_CH2-CH_CH2- I |/0 _ CX f 
HO— NH — 



RN 
CN 



357187-76-9 CAPLUS 

Benzenepropanamide, 4-chloro-a- [ [ [4- ( 5-chloro-2-pyridinyl ) -1- 
piperazinyl] sulfonyl ] methyl ] -N-hydroxy- (CA INDEX NAME) 




RN 357187-77-0 CAPLUS 

CN Benzenebutanamide, a- [ [ [ 4- ( 5-chloro-2-pyr idinyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N-hydroxy- (CA INDEX NAME) 




RN 357187-78-1 CAPLUS 

CN Benzeneacetamide, 4-chloro-a- [ [ [4- (5-chloro-2-pyridinyl) -1- 
piperazinyl] sulfonyljmethyl] -N-hydroxy- (CA INDEX NAME) 



'<i_ NH— OH 




RN 357187-79-2 CAPLUS 

CN Benzeneacetamide, 3, 4-dichloro-a- [ [ [4- ( 5-chloro-2-pyridinyl ) -1- 
piperazinyl] sulfonyl ] methyl ] -N-hydroxy- (CA INDEX NAME) 




RN 357187-80-5 CAPLUS 

CN 2-Pyrimidinepentanamide, a- [ [ [ 4- ( 5-chloro-2-pyridinyl ) -1- 
piperazinyl] sulfonyl] methyl] -N-hydroxy- (CA INDEX NAME) 




o 

L 



OH 



:H_ (CH2) 3- 




cr 



IT 



357187-86-1P 35718 7- 



-92-9P 



RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of arylpiperazines and arylpiper idines as metalloproteinase 
inhibiting agents) 
RN 357187-86-1 CAPLUS 

CN Benzenepropanamide, a- [[[ 4- ( 4-f luorophenyl ) -1- 

piperazinyl] sulfonyl ] methyl ] -N- (phenylmethoxy ) - (CA INDEX NAME) 



RN 357187-92-9 CAPLUS 

CN Benzenebutanamide, a- [[ [4- (4-f luorophenyl) -1- 

piperazinyl] sulfonyl ] methyl] -y-methyl-N- (phenylmethoxy) - (CA INDEX 




NAME) 



Ph— CH2- 
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B 20051001 

A 20020513 

A 20020408 

Bl 20040511 

Bl 20071031 

A 20010425 

Bl 20060515 

A 20011231 

Al 20061027 

Al 20031218 

Al 20040902 



GR, IT, LI, LU, NL, SE, MC, PT, 



TR 2001-605 
HU 2001-3344 



EE 2001- 

JP 2000- 

NZ 1999- 

RU 2001- 

NZ 1999- 

AT 1999- 

PT 1999- 

ES 1999- 

TW 1999- 

ZA 2001- 

MX 2001- 

US 2001- 

KR 2001- 

NO 2001- 

BG 2001- 

HK 2001- 

AU 2003- 

US 2004- 

EP 1998- 

EP 1999- 

WO 1999- 

US 2001- 



-106 

-567511 

-509730 

-108591 

-524921 

-941751 

-941751 

-941751 

-88114833 

1231 

-PA18 47 

-763709 

-702457 

-1023 

-105369 
-106732 
-262101 
-787775 
-402144 
-401351 
-GB2801 
-763709 



19990825 
19990825 

19990825 
19990825 
19990825 
19990825 
19990825 
19990825 
19990825 
19990825 
19990830 
20010213 
20010220 
20010226 
20010226 
20010228 

20010322 
20010924 
20031112 
20040226 
A 19980831 
A 19990604 
W 19990825 
Al 20010226 



MARPAT 132:207849 




AB The title compds . [I; B = monocyclic or bicyclic alkyl, aryl, etc.; R3 = H, 

halo, N02. etc.; n = 1-3; P = (CH2)n (wherein n = 0-2), alkene, alkyne, etc.; 
A = (un) substituted 5-7 membered aliphatic ring; XI, X2 = N, C, where a ring 
substituent on ring A is a oxo group that is preferably adjacent a ring N 
atom; Y = S02, CO; Z = CONHOH, Y = CO and Q = CR6R7, CR6R7CH2, NR6, NR6CH2 
(wherein R6 = H, alkyl, aralkyl, etc.; R7 = H, alkyl; R7 together with R6 
forms a carbocyclic or heterocyclic spiro 5-7 membered ring, the latter 
containing at least one heteroatom selected from N, 0, S); Z = CONHOH, Y = S02 
and Q = CR6R7, CR6R7CH2; Z = N(OH)CHO and Q = CHR6, CHR6CH2, NR6CH2; Rl = H, 
alkyl, cycloalkyl, etc.; R2 = H, alkyl, aryl, etc.], useful as 

metalloproteinase inhibitors (no data), especially as inhibitors of MMP 13, in 
treating arthritis and atherosclerosis, were prepared E.g., a multi-step 
synthesis of the title piperazine II was given. Compds. I are effective at 
0.5-30 mg/kg/day. 

IT 260438-46--SP 

RL: BAC (Biological activity or effector, except adverse); BSU (Biological 
study, unclassified) ; SPN (Synthetic preparation) ; THU (Therapeutic use) ; 
BIOL (Biological study); PREP (Preparation); USES (Uses) 

(preparation of arylpiperazines as metalloproteinase inhibiting agents 

(MMP) ) 

RN 260438-46-8 CAPLUS 

CN Pentanamide, 2- [ [ [ 4- ( 4-f luorophenyl ) -1-piperazinyl ] sulfonyl ] methyl ] -N- 
hydroxy-4-methyl- (CA INDEX NAME) 




HO— NH— c i!> 

'A 



IT 2';0 i ■■:.!-.? 0 - J. P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of arylpiperazines as metalloproteinase inhibiting agents 

(MMP) ) 

RN 260441-20-1 CAPLUS 

CN Pentanamide, N- [ (2, 4-dimethoxyphenyl ) methoxy ] -2- [ [ [4- ( 4-f luorophenyl ) -1- 
piperazinyl] sulfonyl] methyl] -4-methyl- (CA INDEX NAME) 



0 i-Bu 0 

.'!_ch2— <I;h— ] 




.OMe 



-NH— O— CH2- 
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